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GAO U ni ted States
General Accounting Office
Washington, D.C. 20548

Human Resources Division

B-224063

September 12, 1988

The Honorable John Hteinz
Ranking Minority Member
Special Committee on Aging
United States Senate

Dear Senator Heinz:

This report responds to your November 4, 1986, request that we review activities of the
Division of Scientific Investigations in the Food and Drug Administration ('l.). In the report.
we focus on the need for coordinating and achieving more timely reviews of clinical studies
submitted to FDA in support of new drug applications. The report recommends steps that FDA\
can take to improve its coordination and performance of the reviews.

ITnless you publicly announce its contents earlier, we plan no further distribution of this
report until 30 days from the date of this letter. At that time, we will send topies to the
Secretary of Iealth and Human Services, the Commissioner of FDA. the Director of the Office
of Management and Budget, and other congressional committees and interested parties. We
also will make copies available to others on request.

Sincerely yours,

6 Lawrence 1I. Thompson
Assistant Comptroller General
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Executive Summry

Purpose ssuring American consumers that new drugs and biologics entering the
marketplace are safe and effective is a responsibility of the Food and
Drug Administration (FDA). Through inspections and reviews, FDA's Di --
sion of Scientific Investigations attempts to verify the integrity of scien-
tific testing and the reliability of test data submitted to FDA in support of
new drug applications.-----_

In November 196. the Chairman (now the r *ng minority ember) of
the Senate Special Committee on Aging aske AAok ;"the Divi-
sion's activities, including its responsibilities relating to the approval of
new drug and biologic products; the accuracy of fyA data and adequacy
of oversight regarding clinical investigators, institutional review boards,
and toxicology laboratories involved in studies supporting new drug
applications; FDA'S review of studies by clinical investiotors supp ing
new drug applications; the adequacy and timeliness of 'for-cause" (spe-
cially requested) inspections; and enforcement actions resulting from
the Division's work. GAO also examined the timeliness of the Division's
inspections. (

.aoround Between fiscal years 1977 and 1987, FDA's Division of Scientific Investi-

gations conducted or directed more than 5,400 inspections and reviews

including the work of over 2,200 clinical investigators, almost 2,400
institutional review boards, and over 500 toxicology laboratories. Dis-
trict office field staff perform most inspections, using guidance from FDA

:headquarters. GAO's examination of the Division's work was done before
a late 1987 reorganization that affected some of its responsibilities.

Results in Brief FDA's computerized listings of the review boards and toxicology labora-
tories involved in studies supporting new drug applications are ade-
quate for scheduling inspections of these entities. It has had problems

A±!ession For maintaining accurate information on clinical investigators, but has
NTIS GRAii moved to improve this.

DTIC TAB i--I For each new drug application submitted to FDA, the general policy of
juat i -,catio- the Division of Scientific Investigations is to review at least two impor-

tant clinical studies supporting it. The number actually reviewed varies,
however. But generally, there was no evidence that the FDA officials who

Diatribution/ determined new drug safety and efficacy considered the results of these
reviews and the Division's recommendations, as FDA policy requires. Bet-Availability, Codes ter communication and coordination among FDA units would help ensure

isilval and/or that they have such information.

Palre 2 GAO/HD-88,10, FDA's Reviews of New Dags



Executive Summary

With respect to for-cause inspectionzs of clinical investigators and spon-
sor/monitors, Division staff often participated. But their participation
had little effect on the severity of violations found. For-cause inspec-
tions pertormea in fiscal years 1982-86 werc timely, most done within 6
months of being assigned.

The reviews of clinical studies supporting new drug applications often
lagged. Of 190 reviews scheduled for 41 new drugs GAO examined, less
than half were done within 12 months after the application was submit-
ted. At the time of GAO's review. Fi'-\ had established no timeframes for
such reviews, even though in May 1987 it set a goal of reducing to 12
months the time required to review and act on new drug applications.

Principal Findings

Information on Review GAO found no reason to believe that FDA's database of information on

Boards, Laboratories, review board& and laboratories was not sufficiently accurate and com-
Investigators Adequate plete for use in scheduling inspections. (See p. 14.) FDA has had problems

maintaining accurate information on investigators, but has moved to

improve this. As of July 1986, FDA had a 9-month backlog of data await-
ing entry into its computerized inventory of clinical investigators. But
since then, it has increased the number of staff who maintain the data- 0
base and changed regulations to make it easier for staff to identify
clinical investigators. Consequently, the backlog has been eliminated
and the database is more reliable, vDA officials said.

Review of New Drug Improved communication and interaction between the Division of Scien-

Studies: Better tific Investigations and FDA's drug review divisions would provide

Coordination Needed greater assurance that the most important drug studies are reviewed
and that officials who review new drug applications are aware of the
results of the Division's reviews. vDA's policy manual, which gives the
drug review divisions responsibility for selecting studies for review, is
being revised to assign joint responsibility for this task to the drug
review divisions and the Division of Scientific Investigations. In two
drug review divisions. G .\O found that medical officers reviewing new
drug applications did not select the specific studies to be reviewed nor
coordinate with the Division in the selection. In only 27 of 190 instances
examined by GAO were rtview results documit'ed in the files accompa
nying the applications. (See pp. 16-17.)

Page 3 GAO HRD-88-100 FDA's Reiews of Ne%% )rugs



Executihe SummarN

Division Participation Has Over the past 10 years, the Division of Scientific Investigation has

Little Effect on Results of assigned or conctucted over 10() for-cause inspections of clinical investi-

For-Cause Inspections gators and spozisor'monitors. I Usually, these are done because the
clinical study involved is of particular importance to a new drug appli-
cation, some wrongdoing is indicated, or the investigator is conducting
an unusually large number of studies. Of 181 such inspections during
fiscal years 1982-86., Division staff directly participated along with dis-
trict investigators in 124 (69 percent ). "Official action" was initiated in
16 percent of the 124 investigations, voluntary action in 64 l)ercent, and
no action in 20 percent. These results are quite similar to results for the
57 inspections in which the Division did not participate. Thus, judging
from the severity of findings, lack of participation by the Division had
little effect on the inspection results. lhowever, participation by Division
staff should be c('ouraged so that the staff can maintain their knowl-
edge about particular drugs and better interact with the drug review
(livisions. (See pl). 24-26.)

Timeliness of Inspections: FDA scheduled 19) reviews of studies supporting the 41 new drug appli-
Coordination Within FDA cations (;AO) examined. Fewer than half of these (8) were ('ompleted
Often a Factor within 12 months of FI)As receipt of the application. For nearly three-

quarters (73) of the remainder, FtA did not notify its district offices of
the need to make reviews until at least I year after it received the appli-
cation. Coordination problems within HA contributed to increasing the
lime required to make review assignments to district offices. Once
assigned, however, the reviews were completed in a timely manner. (See
pp. 19-20.)

But Division officials told (;.\ that some district offices were having
problems completing their fiscal year 1986 assignments. Because the
cases (;AO first examined had been assigned earlier and were done in a
timely manner, (i; \() selected a second sample. The sample covered
clinical investigator reviews assigned in fiscal year 1986. This was the
most recent year for which information was availabhe. Of 240 revicws
completed by the time (of the (;.\() review. 24 percent vere( done withinl 3
months and 70 percent wit hin 6 months ofthe (late assigned. The
remaining :30 percent took from 7 months to over 1 year. 1)istrict
involvement in other high priority work. such as investigating pr)duct-
tampering incidents, was cited as oe( reasom for delay in (' mplet ing the
less timely assignments. (See pp. 2(0-21.)

Inspectors' time (o(ld be, cut in half and a significant amount of clerical
support tinne saved ol inspection reports. district office (offic'ials (tld

Page .1 (AO ilRD-99- 100 FI)A's Reie,, of Nei D)i,,



Executive Summary

GAO. Because some long inspection reports contain few if any adverse
findings, they explained, it would be more efficient to allow abbreviated
reports to be made where there was substantial compliance with FI)A
requirements. (See p. 21.)

Recommendations ;AO is making several recommendations to the Secretary of iils to
improve the scheduling process for inspections and thus help FRA meet
its goals for processing new drug applications in a timely fashion. These
include ( 1) changing the present quarterly assignment system to allow
:.ending clinical investigator inspection assignments to district offices in
a more timely manner. (2) requiring that V'\ include a statement of the
results of inspections by the Division o'f"entific Investigations, with
all new drug application packages being reviewed, and (3) allowing dis-
trict offices to write abbreviated inspection reports when inspections
are in substantial compliance wvith HI.\ requirements. (See pp. 22-23.)

Agency Comments ,,,s conc.rr(A with all of G.-'.s recommendations and pointed out
actions it was taking in response to the recomnen(lations. These actions
include ( I ) revising the system for sending inspect ion assignments to
district offices so that they are sent out sooner, (2) requiring a state-
ment in new drug approval decision packages on the results of the Divi-
sion's inspections, and (3) allowing the use of abbreviated inspection
reports when few or no deficiencies are note(]. (See pp. :30-3:3.)
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Chapter 1I____________________

Introduction

In evaluating the safety. and effectiveness of new drugs and biologics.
the Food and Drug Administration (FDA) relies onl data obtained by
clinical investigators who conduct studies on humans. The lprem at [ ure
marketing of a number of inadequately tested drugs was one factor that
led to the passage of the Kefauiver-Ilarris Amendments to thle Federal
Food, Drug, and Cosmetic Act in 196i2 and to FD).Ns promulgation of'
Investigational Drug Regulations in 1963. These amendments and regu-
lations required FDA\ to exercise greater control over clinical studies
involving human test sub *jects to assure their greater p~rotect ion as weli
as thle integrity and reliability of thle studies.

Background FL)A s Division of Scientific Investigations (Dsl) (initially known as the
Scientific Investigations Staff) was formed in 1967. Its primary function
was to investigate the work of clinical investigators suislected of per-
forming improper research. In 1985. iusi also assumed responsibility for
i-onitoring studies related to biologics.1

-. "'ted in~~~' Ce-ntvr for- Drugas and Biologics until late 1987.
when the Center became two separate organizations-the Center for
Drug Evaluation and Research and thle Center- for B~iologics Evaluation
and Research. Each new organization has its own Office of Compliance.
which has assumed responsibility for thle bioresearch monitoring act ivi-
ties relating to its respective products. insi became a division in the
Center for D~rug Evaluationt and 1 6 ,,74  k I. r &Gani;lancc. ui
responsibilities reliating to biologics along with one statf person wvere
transferred to the C'enter for Biologics Evaluiat ion and Research's Office
of Compliance.

In carrying out its monitoring efforts. i 25! is responsible for- maintaining
close working relationships with FiDA's six drug review divisions and
c'onducts or directs inspections of clinical investigators. inst ittional
review boards, toxicology ( nonclinical ) laboraflto ries. sponso r monlit )rs.
and radioactive drug research committees. The pu~rpose of I hese 'ins; ec
tions is to assure the integrity of hie sc.ientific. testing process. IIII Itelia-
bility of test data submitted to H..andl t he pro t ect ion of human test
stubj(ts.

.%\ h~iogB(a1 ;r211il In. 21'I f- 1 011., 11,1 'I l Ifih '..' V A I ;2' ;111\ \ Ill1 I ,i
1

2 212l

t22\ifl. ant it oxnlf. \221(ino, 12'. I hi l"Ki. ,lI i -III22( 'l22 ,'1 -?-I\; III , I 22I 22 - -''I2,o II ' lI2l222 -IIs. 21''21I,

21212i221h2' 22 211' I11'2(2 21! 11. 22'21 211211it fl .2 2"-..... 1122112221 T-1 il l

P rn thc [f2('2i2c(I h('2'2( lI lOit, rcvle'. FM~- llid ' 2111W 22%1" \22II%2l21;AI2222111l.22

2,12l111S122'( III hine12 1125. and12 ;22III th %% .I , I~j211h ,1i sj l~r ot122 'Ili, 12212' I 2. 2,l~21I22 21
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( hapw*r I
iIntr(ocIuli(m O

I is] estiiiiat('s t hat it is resp)Oisible I'or limiiitorinlg I Ie( act [ii ies (wf as
many its 50,000t t indlividuials and~ ( iganlizatti( s inlv( ilvcvl ill stldies su~p-
porit ing new drugs and I bef'hwe 1 988) bniii )gics. ats tii l(1%ws:

" Clinical investigators. usually phlysicians \\lut( (00(111( (lie (iiilsi ~ 11(1d-
ies o)f new drugs and~( bt iIi gic-S. adm nlist w I lhe T esi prtid(Iict s ITo pal lls
and repm- )r lie rest us:

" lIstituitionial r-cview boards. Ilade up o)f 1)(t It mledical pridfessit nils and
(it izefi1s ItmIlecmunt and f~iilydsignal edl by ail iflsi iit il iii
to approve the initiation otf. andit cml~ict p~eriodic reviews o)f. biomledicalI
research involving uiiimis. p~aying part iciular alt ent it n 1 ( thle pr~(iteel t i
of human sulb ject S:

" Ii )xicol( gy laboratories, which pelorni- wrechic i( a a i miia sI s i dits:
" Sponisor monlitors, genlerally (Irt1ig firms that prov-ide funlding Ifor I11w

t est ing a(I d mionitIoring o f clinical st I d ies peri wined lby i nivesl i gal I i)rs:

and
" Radl~ioactive (fr lg research coiilitto 'es, associated with mledicall inst it ii-

t ins or with it committee established by at slate t I in vide adlvice (In
r-adiati fio elth matlters and resp ulsiblle in.) revwtwing andt ajIpp-ingI
the uise of radioact ive drugs bIr researlch inv lv\ing bun11ian subjectls.

Inspect ionsi conduct ed or directed by Jsi are ()f Iwo kinds:

" Ti 15 routinely assigned onl at quarterly basis to) H ['s dlist rict ( ffices
becom i s e i -1g applicationl ( i as beenl so bii ted N) FM fIin,
apprl-mil O ver 80 pexrcent of inspect ions m(ii l uica i illtIi\ c i,1h( ir arc
rout ole and pertormied mostly wit hout dlirect i )S! pairticip)at ioni.

" lor-cise-inisp('(t it1.whichil ile great er pait icipi at) by ISI .slt a11"
and gelterally alre pcr~flrmed because ( I ) the( dnig review div isitl ques(I
tins thle clinical investigator's datia. ( 2) the chlical stutdy is -si ngi Iarii
imttant inl the a ppl-Iva of a pwi (11 10. (3) 1 here is smilec rea;s(Il toi Iii 5i

pect that thle clinlical inlvcstigator is not doing( ('gil inale swiis. o- .4 a ;
clinical investigator is codciganl unusually large numb11er (itf5 illws,
whliich maliy indicate insufIfic ient at tent iil nieing givyen 10) eachI sO ilvk.

Vider t ie( dlirect io n oif the ( Office o)f Regui ft ry A\flairs,. VH,\As, 2 1 (i.l-isi
o)ffices are responsible for performing bit resea-cli inspect ions fordrg
and hiologics accordling to stand~ardiz/edl compliance guidance provided

b\ i' :luiar'rsBthl for)-cauItse' in(lot n inlsptecliolls are con)I-

ducied b) (lv ist rict (if tue iivesl igator's SpeciaflY I iaiied 11) ()() st . )r'
staff, who Serve inl a scienitific advisoryv (at acit v t )Il be (list rict 0
investigatoirs. o)ftenl participate ill tf~ii-(T1I5( iuislCcI ions beciuse oif their.
subject Iatter knowledge about I lie Specifit drugs.



Chapter I
Introduction

Between fiscal years 1977 and 19)87. u~si conducted or directed over
5,400 inlspectionls of clinical investigators, inst it utional review boards.
toxicology laboratories. sponsor' monitors. and radioactive drug review
committees (see app. I). Since fiscal year 1980, 1)s! has averaged 57:3
inspections annually.

OIibjectives, Scope, and In a 19863 fact sheet developed for the Chairman of the Senate Special
Committee on Aging, we pointed out that. although u)sls responsibilitiesM\ehodology had increased, (1I) iPsi staff* devoted to bioresearch monitoring activities
had been reduced from 37 to :30 since fiscal year 1981 and (2) i si's

travel funds had been reduced by 28 percent bet ween fiscal years 19 83
and 19863. resulting in a 25-percent decline in the number of inslpect ions
in which the staff were directly involved. In viwof i)tV~s resource
reductions for insi, the Chairman ( now ranking minority member)
expiressed concern about iusi's ability to carry out its rcgulat iiw respon-
sibilities. In a letter of November 4, 1986, he asked that we reviewv uSI's
activities with particular emphasis on determining the following:

1. What the roles and responsibilities of 1)5! and Fi<\ district offices are in
the premarket regulation of drug and biolo gic pro( ducts:

2. WXhet her [Dsi has accurate and complete info rmat ion on active clinical
investigators. instit ut ional reviewv boards, an~d toxicology labo rato ries
and whether its oversight over these entities is adequate:

:3. What H \ oiyis onl review ot iip utant stutdies submitted by drug
and hiologics firmts in support ot' aplic~hat ion )for prod )((uct appro)val:

4. Whether all important studlies suipporting drugs and biologics
appr'ovedl in the past 2 years' \NVI't reviewed by siprior to product
approval;

5. Whether H tAs for-cause inspections are adequate and t imely: and

G. What enforcement act ions i Ahas initiated as a result of, 1)"I inspec-
tions in each year since Dus-I was established.

To a(('-flhllish omr obj('(tives. we did the flhIlnwing:

P'age' It0 GAO 1 iR)-SS'-iO FD)As H" r I)nig,



C'hapter I
Inltroduction1

" Reviewed regulat ions and guidelines governing thle bi( research nmnitor-
ing program and the drug and b)iol gics* aj proval process.

" lilt erviexved ( )ficials inl (1I) thle Center fI mr Drugs and Bi ooics' Office o)f
ompliance, including i si. ( 2 the drug and bioI,lgics review divisions.

and (3) WA[.Xs district (ei.s ill Halt ilim-c Dr.Iallas, and~ Lo)s Angeles.
* Reviewed corresp 'idence and other records related to the inventories of

active clinical investigatorIis. inst ituit ional reviewV lmards. and toxicol))gy
la h mat oiies. W~e int erviewed f'ficials resp nisi ble fin w p i ing and
maintaining the inventories. and( reviewed measures taken to improve
their comlleteness and accuracy

" D etermined H u.\ pt11icyv for reviewing nJ 111irt anit st udies. and selected and
reviewedl a sample (t new dIruig aiid bi I( Igics app licat ions~ app~roved dur-
ing fiscal y-ears 1985 and 19~8C t t det ermine whet her i si reviewed the

important Stutdies siip)Jmotiilg pr(h(ict appro)val.
" Reviewed all hi' wesea rch i nspvct (tio ns I iw d1rtugs and bit tltgic-s assigned to

H I.\ s (list rict offices inl fiscal yearit I 986 to det ermin2, the time required to(
ct ilJ lete tiles(, assi(tnment s.

* Reviewed and ainalyzed the results (t' f fir-cailse inspect ions comlpleted inl
fiscal years I 982-86. The reqtiest er %\*is (( icerned about theW adequiacy
ot' Such insp~ectitoIns because (iO-sit e i si! staff pairticipat io n in themn had
been reduced. We souItght to dlett. rmine ( I) whietheir direct headquarters
staff, part icipat ion resulted in more sertious vailat ions being identified
than when there was no stich part icipat ion and (2 ) whet her thle insp ec-
tions were (omilpleted init tinmely manner We dlid not review the fiscal
year 1987 inspecthins. becatise thec results of many wbIld no t have been
finalized whenl we were performing o)tr work. Nor did we attempt to
(let ermine the technical adequacy o)f individtial in spect ionls, ats we lack
tlie scientific ex.pertise to (10 So). Information was not available to deter-
mnine t he relative conlt ributions of' the osi staff person andl thei dist rict
investigator o)n inspections in which isi -;t aff participated.0

*Obtained and reviewed in format itoni concerning enforcement act ions imi-
tiat ed by vi I.v

Of 20 2 drugs and biologics vt .\ approved in fiscal years 1985) and 1 986 .
018 xere subt ,ject to tI)si review. and oft tlh( Ise. we selected at sanmple of,36
for. ourl review. TFimot Wher 1:34 were previously marketed drtugs being
reviewed, fori example, for new u ses or' indicat itons: drugs for which
theire wer'e m( (.1lnic" I stutdies: w- dru gs such as isottopes and insulin not
nt Wi n1all v rev iewedl by i si becauise it dI" esM not(Insider them imp Irt ant
d rugs. We f ctised ourli exaniinat ion n i igs ( I ) where m ~si had inspect ed
I wI) or tewer stuid iIs (according t m.\ IA and (2) that provided a cross
section 4 I work Pert)Ir-med ini Hi IAs ii'iig review divisions. We alst
revie\ :ed 7) drugs froml the 1:34 that nomiona lly wt ni d no t be reviewed by

Page I I G;AO IRDXS-i100 FDA's Re~i('iA. of NePA iDigs



Chapter 1
Int rodhaction

I),1 to verify that the [)"I decision not to review clinical studies s
appropriate. Finally, we selected 6 ot the 15) biologics licensed by Fm il
fiscal years 1985 andI 1986.

This report co\ers I)SI activities p rior to its 'ie()irganizatI ion in late 1987.
at which time it lno longer had respornsibility frt biologics. Our wortrk,
condtcted between November 1986 and September 1987, with addi-
tional intormation obtained throtugh April 1988, was done in ' accordance
with generally accepted government audit ing standards.

P'age 12 GAO\( III)-D .x 10 F'', R,\ ie,,,, (if \v%.% lDrg,



Chapter 2

Changes Needed in Coordinating and Achieving
More Timely Reviews

DSi needs to improve its timeliness in scheduling and completing reviews
of clinical investigators' studies and the communication and interaction
between DSI and the drug review divisions. Less than half of the sched-
tiled inspections on the 41 drugs in our sample were completed within a
year of the date the new drug application was submitted to FDA. While
FDA established a goal in May 1987 of reducing to 12 months the time for
acting on NDAS, it has not established goals or time frames for completing
inspections prior to the approval of an NIA. FiA medical officers in the
drug review divisions were not always aware of t)si's findings, and the
inspection results were not required to be included in the package of
material submitted to the officials responsible for approving new drugs.

II
Procedures for Institutional review boards, toxicology laboratories, and radioactive

drug research committees are inspected on a cyclical basis. i)si strives to

Selecting Inspectees inspect these entities every 2 to 3 years. For drugs, usi's strategy for

and Studies for selecting clinical investigators for inspection is tied to the I)MA. When an
Review mD is submitted to FDA for approval to market a drug product. clinical

studies considered important to the approval of the product are selected

for review (for-cause or routine) by the usi staff or through consultation
between DS1 staff and medical officers responsible for reviewing \l)AS.
Responsibility for determining such important studies, according to
Fi)A'S Staff Manual Guide, rests with the appropriate drug review divi-
sion. Iowever, a change in that guide, in the final stages of approval as
of April 1988. places this responsibility jointly on psi and the drug 9
review division. The manual had gotten out-of-date, according to the
Deputy Director of i)si, and was being changed to reflect actual practice

For biologics, prior to 1985 clinical studies were selected for review
when the studies were completed, whether or not an application had
been submitted. At the time of our review, t)sIs strategy for reviewing
clinical studies involving biologics was tied to the licensing application
process for biologics. (The responsibility for biologics shifted from I)Si in
late 1987, as discussed on p. 8.)

Page 13 (A() IIRI)-N-I0) FI)A'% Reie%% of Net Dnng



Chapter 2
Changes Needed in Coordinating and
Achieving More Timel, Reviews

Accuracy and has regulations requiring drug sponsors to report to it the names of

clinical investigators, toxicology laboratories, and institutional review

Completeness of Data boards used in studying drugs. VI. maintains these names in computer-

on Clinical ized inventory listings and uses the inventories of review boards and
,nvestgators, laboratories in selecting entities for inspection. Our review of crrespl n-

dence files and discussions with both t)si officials and inspection offi-

Institutional Review cials in Ft)I's district offices indicate that they believed the inventories
Boards, and of institutional review boards and toxicology laboratories were suffi-

ciently complete and accurate for scheduling inspections. District office
Laboratories ,officials told us they rarely discover an institutional review board or

laboratory that was not in the inventory. While we did not indepen-
dently assess the accuracy of these inventories, we have no reason to
believe, from our discussions with 1)si and district office officials and
our review of correspondence and other records relating to the invento-
ries, that they are not adequate.

FIa.\ uses its inventory of clinical investigators, which includes studies
they have performed, not to schedule inspections but to identify other
studies by an investigator whose work has been questioned. rl):\ also
may use the inventory to schedule additional studies for review or to
notify sponsors that work by this investigator will not be accepted as a
basis for approving new drugs.

In the past, FIA had problems maintaining an accurate, current inven-
tory of clinical investigators. As of .July 1986, according to a Center for
Drugs and Biologics official. there was a 9-month backlog of clinical
investigator data awaiting computer entry. Since we began our review.
however, FDA has taken steps to improve the accuracy and completeness
of the clinical investigator database. The FDA regulations were changed
to make it easier for F.A staff to identify clinical investigators. Also. the
Center increased the number of staff responsible for maintaining the
database. Due to these efforts, l)Si officials told us. the backlog has been
eliminated and the database is now much more reliable. In view of1 FW.'s
actions to identify and correct deficiencies in its clinical investigator
inventory, we (lid not determine whet her there wcrc still problems wit h
it.
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The strategy for selecting laboratories, institutional review boards, and

Oversight of Clinical clinical investigators for review and inspection as discussed on page 13

Investigators, Review appears appropriate in view of limited Fi'DA resources available for

Boards, and reviewing and inspecting such entities. We concluded this after discus-
sions with osi officials but we did not verify that this strategy was

Laboratories always being followed.

Policy for Reviewing Dsi reviews the work done by approximately 200 to :300 clinical investi-
gators annually. Each review covers one or more clinical studies per-

Important Studies formed by these investigators. It has been i)si's policy to review at least

Supporting New Drug two important clinical studies for each NIDA submitted to vI)A, according

Applications to [s5 officials.

The number of studies reviewed can vary. itsi told us, and it does not
inspect every important study supporting an NDA. If a drug is intended
for more than one indication (an intended use of the drug, as stated in
the NDA), D)SI selects at least two studies for each indication, according to
a tsi official. Thus, for a drug with three intended uses. isi will select at
least six studies for review. In addition, if an NDA is supported by a large
number of small clinical studies, Ds will review enough studies to obtain
an adequate number of patients to assure that the studies were properly
conducted.

In four of the six drug review divisions, directors and medical officers
told us that they either jointly selected the clinical investigators for
review in consultation with psi or, in some cases, told [s which investi-
gators' work to review. In the two remaining divisions, medical officers
did not select the studies to be reviewed, they said. nor did they coordi-
nate with !si in this selection.

After rsi completes its analysis of clinical investigator review findings.
according to the FDA Staff Manual Guide, it recommends to the drug
review divisions what actions it considers appropriate in terms of
approving tile drug. The drug review divisions are required to give "due
consideration" to these recommendations in their safety and efficacy 0
determinations.
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Communication Communication between i)si and the medical officers in the drug review

divisions as to both selection of studies for review and utilization of

Between DSI Staff and results should be improved. Several of the medical officers we inter-

Medical Officers Needs viewed said they did not select, nor coordinate with ies, L, ,ekt, studies
for review. Review division files generally did not include results of i)i's

I ,mprovement reviews of studies, although Dsi records show that copies were sent, nor

did some medical officers remember being informed of review results.
As a result, the method of selecting studies varied, and there was no
assurance that the most important studies were being reviewed or that
the results were taken into consideration in the decision to approve
drugs for marketing.

In one case, [)sm scheduled and reviewed 17 clinical studies of one drug,
yet only one was considered important, according to the drug review
division. The medical officer responsible for reviewing that drug for
marketing approval did not know why 1)si reviewed so many studies, he
said, nor why they chose those studies to review, because osi did not
consult with him. The DSi staff person responsible for this drug is no
longer with the agency. Another medical officer, who had been review-
ing NDAS for 7 years, told us he would not release an NDA file to DSI
because he did not know who Ds1 was or what responsibilities it had in
the review process.

Once a review is completed, the district office submits the inspection
report to i)s1, which generally sends a "classification letter" to the
inspectee. This letter informs the inspectee of the results of the review,
points out any problem areas found by FDA inspectors, and outlines
actions FDA expects the inspectee to take to correct the problems. To
notify the review divisions of the results of each review, i)si sends copies
of each classification letter to (1) the review division, (2) the responsible S
medical officer, and (3) the NDA file. Of the 190 reviews assigned for the
drugs in our sample, however, only 27 classification letters or other
written evidence of the results of the reviews were in the NDA or other
files maintained by the drug review division relating to that NDA.

Some medical officers did not remember seeing the classification letter.
Although some medical officers advised us that they had been informed
of the results of osi reviews by telephone, we found no documentation of
these calls in the NDA files. Others did not remember being informed of
the results of tisi reviews. As a result, we were unable to determine
whether division directors and officials of the Office of Dng Research
and Review, who had been delegated authority for approving most
drugs, had the benefit of i)Si's input when making approval decisions.
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Although the drug review divisions are required to give due considera-
tion to DSi's findings, DS1 input is not required as part of NDA decision
packages. The Director of the Office of Drug Research and Review told
us that including [)SI's findings in the decision package was a good idea.
There was often some mention of osi's input, he said, but only two of the
six divisions generally included the results of DSI's review in the pack-
age. He also told us that the information forwarded in the decision pack-
age does not remain intact after the decision is made. It is returned to
the review division and refiled in the NDA1 file.

Enforcement Actions About 2 percent of the over 5,400 inspections completed by sl between
fiscal years 1977 and 1987 resulted in regulatory action against the

Initiated as Result of inspectees by FDA (see app. II). These actions included disqualifying or

DSI Inspections suspending clinical investigators, disallowing the results of clinical or
laboratory studies in support of UxAS, or prosecution. In addition, over
60 percent of DsI's inspection results indicated the need for corrective
action by the inspected entity. These actions, considered voluntary by
FDA, ranged from immediate correction of minor problems that could be
easily handled to, in the most serious cases, a written explanation of
actions that would be taken to correct the deficiencies disclosed during
the inspections.

Sincc 1977, DSI inspections have resulted in the disqualification, suspen-
sion, or restriction of 70 clinical investigators for fraudulent or poorly
conducted clinical studies.

For the 41 drugs included in our sample. osi generally scheduled and

DSI Reviewed Most completed reviews of clinical studies, where appropriate. The number of

Important Studies reviews that Dsi scheduled for these drugs is shown in table 2.1.

Supporting NDAs
Table 2.1: Number of Reviews Scheduled
for 41 Drugs in GAO Sample Reviews scheduled No. of drugs

0 10
1 6
2 5
3 or more 20
Total 41
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For only 1 of the 10 drugs where no reviews were scheduled do we
believe-and a DSI official agreed-that clinical studies should have
been reviewed before approval. When tile ND)A on this drug was origi-
nally submitted, a DM1 official told us, tile district offices were assigned
to review a selected number of clinical studies. Subsequently. the \i..\

was withdrawn by the sponsor, however, and DMi cancelled the reviews.
When the NDA was resubmitted to rftA it "slipped through the cracks,"
according to Lsi. As to the other nine, DSi did not schedule clinical inves-
tigator reviews because:

" Four drugs were previously marketed products that F1A already had
determined to be safe and effective,

" Four drugs had no clinical studies, and
" One drug was an 'orphan drug" with one-patient studies not conducive

to review.

Of the six drugs that had only one review scheduled:

" Three had only one important clinical study;
" One had only one other important clinical study, conducted over 10

years earlier;
" One had one review scheduled for an isotope. a class of drugs that under

current policy usi normally does not review because it is not considered
an important drug; and

* One had been marketed previously, but isi believed that one clinical
study should be reviewed, because the ).A was submitted for a signifi-
cantly different dosage form

For each of three drugs in our sample, at least two reviews were sched-
tiled, but only one was completed:

" For one drug, the district office responsible for the reviews could not
complete the assignments prior to drug approval because of its work-
load. Hence, two of the original three review assignments were cancelled
when the drug was approved.

" For two other drugs, the district office attempted but could not complete
one of two scheduled reviews. This can occur when a clinical investiga-
tor is no longer in the district, the clinical investigator dies, or the
records to support the clinical study are no hmger available. From the
dates tile drugs were approved, it appears psi had sufficient time to
assign other studies supporting the safety and efficacy of these drugs

A dlig tor I nun' (fis';Ls ( .ll" E I I(Ill
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for review. For one of the drugs, DS1 could not explain why this did not
occur; for the other, nsi concluded that the drug was of minor therapeu-
tic importance and that only one of the two scheduled reviews was
needed.

In 1985, when responsibility for biologics was transferred to ilsi, the
procedure for selecting important clinical studies of biologics for review
was changed to take place when license applications were submitted to
FDA for approval. Before that, review assignments were made when indi-
vidual clinical studies appeared sufficiently complete to warrant a
review, regardless of whether an application had been submitted to v.
License applications for the six biologics we reviewed were submitted to
FDA before l)si had rcsponsibility for reviewing clinical studies of biologic
products. For these six applications, at least two clinical studies had
been reviewed for three applications and only one review had been com-
pleted for one other application. For the other two biologics, we could
find no evidence of reviews of clinical studies.

In A Plan For Action, Phase II, dated May 1987, FD. announced a pro-

More Timely gram to improve the premarketing evaluation processes for drugs.

Scheduling and According to the plan. 3 years after the recruitment of additional

Completion of Reviews required staff. FDA should be able to complete reviews of new drug
Needed applications in an average of 12 months compared with the then current

average of 27 months. FDA has requested additional staff in its fiscal

year 1989 budget.

For the 41 drugs included in our sample, FDA scheduled 190 reviews,
Only 88 (46 percent) of the 1.90 were completed within 1 year of the
date the NDA was submitted to FDA. For 73 of the remaining 102, F)A
district offices were not notified of the need to make reviews for at least
1 year after receipt of the NDA. For four drugs in our sample, routine
reviews of clinical investigator studies were completed after the drugs
were approved. A number of reasons were given by msi officials f(" the
time required to schedule assignments. They advised us that ,!nder nor-
mal circumstances, routine assignments cannot be made to the district
offices in less than two quarters (6 months) after the date the \ .\ is
received by FDA because of the process 1),i must follow. II) contrast, for-
cause inspections call be immediately assigned.

For routine inspections, on or about the 1 5t h of each month i SI receives
a list of Ni.-xs received by FI)..\ in the preceding month. Thus. as much as
6 weeks could elapse before Dim becones aware of an incoming Ni):\. lPSi
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would like but (toes not have direct access to ].'s computerized man-
agement information system for tracking ltxs. a l)sl official told us.
Moreover, this official could not recall if such access had been
requested. Direct access would allow ims to be aware of incoming im As on
a current basis. Once [usi knows of" an Ni I, it generally holds discussions
with medical officers and selects studies for review. Materials-some of
which must be obtained from the drug sponsor-are then assembled for
the assignment package, which is sent to the district offices through the
Office of' Regulatory Affairs. That office requires that routine assign-
ments be submitted 6 weeks before the start of any given quarter. lis]
told us. The time is needed to get the assignments to the district offices
before the beginning of the quarter, according to an Office of' Regulatory
Affairs official.

As a hypothetical example, if an NI).. were submitted to I.\ on .Janu-
ary 2, t)si would not be aware of it until February 15. It then would need
to determine which clinical studies to review. As assignments must be
submitted to the Office of Regulatory Affairs by February 1.5 to be
scheduled for the next quarter, the best [S could do would be to include
assignments on this NDA on the list to be submitted by May 15 for carry-
ing out in the period .July through September. Consequently, ovvr 6
months could elapse before [Ni schedules the studies for review by tile
district offices.

Also, the district offices may be unable to complete the assignments
within the period assigned. For the drugs in our sample, the district
offices completed 68 percent of the reviews assigned in the quarter and
an additional 27 percent in the next quarter. Many of the reviews in our
sample had been assigned to the district offices several years ago and
might not reflect current problems with completing reviews.

In fiscal year 1986. Dsi officials advised us, some district offices were
having problems completing assignments. This was true, not only of
reviews of drug studies by clinical investigators, but of other
bioresearch monitoring inspections of toxicological laboratories, institu-
tional review boards, and sponsor/monitors. For that reason, we deter-
mined the inspection dates for drug and biologics assignments sent to
tile district offices that year. At the time of our review. 562 had been
completed. About 27 percent of the assignments were completed in the
3-month period assigned and about 74 percent within 6 months (see
table 2.2). Inspections of clinical investigators were completed in about
the same time as other bioresearch inspections. We found 24 percent
completed in the :3-month period assigned and 70 percent within 6

Page 20 GA() IIRD-88-I00 FDA's Reviews of New Drugs



Chapter 2
Changes Needed in Coordinating and
Achieving More Timel Reviews

months, with 30 percent requiring from 7 months to over a year to
complete.

Table 2.2: Time to Complete Bioresearch
Monitoring Inspections (Fiscal Year 1986) Clinical Other Total

investigators inspections inspections
Time to complete No. Percent No. Percent No. Percent
Within 3 months 57 24 92 29 149 27
Over 3-6 months 111 46 156 48 267 47
Over 6-9 months 42 18 49 15 91 16
Over 9 months-1 year 15 6 13 4 28 5
Over 1 year 15 6 12 4 27 5
Totals 240 100 322 100 562 100

For our review, we visited three district offices to discuss the
bioresearch monitoring program. The three districts had comparable
clinical investigator workloads in fiscal year 1986. Total bioresearch
monitoring workload, however, varied from moderate to one of the high-
est of all FDA districts. District officials said that one reason they did not
always complete assignments in a more timely manner was because they
were involved in higher priority work, such as the investigation of
product-tampering incidents.

Timeliness could be improved and staff time significantly reduced, offi-
cials in two districts told us, if FDA permitted abbreviated inspection 0
reports when no major problems were noted. Nearly half of the inspec-
tors' time and a significant amount of clerical support time go into pre-
paring a detailed report of the inspection results, according to one
district official, who said that most of that time could be saved. Fo
already allows abbreviated reports in other programs. such as good
manufacturing practice inspections, if no problems are found or viola-
tions uncovered are minor. Some long inspection reports we reviewed
contained few, if any, adverse findings. The Office of Regulatory Affairs
was considering allowing district offices to prepare abbreviated reports
for bioresearch inspections, according to an office official.

Conclusions More timely scheduling and completion of reviews of clinical investiga-
tors would provide greater assurance that the clinical studies FDA uses

as a basis for approving drugs are valid. Some scheduled reviews were
never completed, we found, and others were completed after the drug
was approved. FDA lacks goals and time frames for completing these
reviews. Because of possible effects the reviews of a clinical investigator
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can have on the approval of an NDA. it is particularly important that
these reviews be completed more expeditiously. This is especially true if
FDA is to achieve its plan for action on NI)As within 12 months. Vet have
the results of these reviews considered in the approval decision. Less
than half of the reviews scheduled by i .i or the drugs in our sample
were completed within 12 months of the date FDA received the \ik.%. The
principal reason was the time taken to send tile assignments to I* s
district offices. Of the clinical investigator reviews assigned to district
offices in fiscal year 1986, 30 percent required from 7 months to over a
year to complete after assignment.

Giving osi direct access to information on incoming Nl\S. revising thi
method of scheduling reviews, and allowing abbreviated rep ort ing for
all bioresearch monitoring inspections when inspectees are in substan-
tial compliance should improve timeliness and conserve iit spect ioll
resources.

In addition, communication and coordination between I)5i and the review
divisions should be improved. Studies to be reviewed should be.jointly
selected by DSI and the medical officers. Fic\ should better assure that
the review divisions are made aware of' the inspection results. ('Cpies of
classification letters frequently were not in th0 N.\ files. and there was
no documentation of telephone contacts.

Finally. l)0<'s input should be formally dowumented in decision packages
for drugs approved at both the division level and the Office of l)rug
Research and Review level. Formal disposition of problems I s1 finds
with the conduct of clinical studies also should be documented as part of
the NDA approval.

Recommendations to To enable FDA to carry out its bioresearch monitoring responsibilities in
a more timely manner. we recommend t hat the Secretary of Illls require

the Secretary of HHS the commissioner of FDto

" finalize procedures in the Staff Manual Guide for selecting clinical stud-
ies for review and include provisions for comnmunicating tile resls it
officials responsible for reviewing new drug applications.

" give Dsi direct access to FDA'S automated managenent information sys-
tem on incoming N lA.s to facilitate inspectiIn scheduling.

" establish goals or time frames for scheduling an(l complletion (i inspec-
tions prior to tie apl)roval of an N[ \.
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" chiange t he currnit q Ia it -erly assigilell It SY"I II t ( -iI s( Ii i I (Ii n I I i I Iest i-

gat( r inspections are assigned to d)(i:t rit (ffices ill a it more Ii iftIck\

" ailovv. district (Ittices to writ labial~d l( lspIon rep tJ (irls w\henl
insp(ctc('s are ill subistantijal (Oflpllidni *e wxtih ri' requlhirot'hlt i'.. alio

" requltire t hat a 51 alemlent concernling thle resutltl (1 I) SI's ifls'peitolls lhe
inlu~dedl ill all lhew drug apiplicat ion appnl~ val p aikagts anid t ha ins! wer

Lu Ori classiflicatijon let ters he inchlded inl tin' Ni \ file.

Agency Comments I3 lIettIer datedl lIl Iy 28. 1f988. 111 Is (I In(.I Irr'ed i II I I l Iou m r* ('onihll (I I Ia-
tiolis (sec app. III) adl piointed tot actionls it Wstaking" ill tv..qoII.Sc tO

the i'e( ivimlentat irili. Specifically. vI k\ St d1ed Ithat it

" has tinalized the Staff Manual (iuiidc. which \\as t hie issuled h\v
Auguist :3l, 1988:

" has givenl 1)" d5 (irect access to) its aitiiateid mlaliagenentw f rniat i ol
systeml onI niew drulg all)licationls andl is e\patldilig Iluese capahlt ic
With1 th li lanfled acquisit ii ufl ()f addititonal ('quiiiill

" is evaluiating the current act ivity vItm scheduiling anid ( iilj let ing ilsj Oec

h inls to (I(etetinle ap)1ropridt e g(oalls and timle frameis:
" has changed the svstelni of scheilling inispet jolts1. lieginliiig \\ it 1 li c

tolirtil1 quarter of tiscal year 1988. by providing t hat all No iresedrcli
insp ect iton assignments will he senit direct ly to( the a ffecte d (listru i(11t IC 0
and making assignments inimediately' rat her thanIl waiting illit ill lie end
o)f the quarter:

" has already imiplemnic-ted abbreviated repw-oning tI or ins ect it ils ()t of li-
tutinal review boards and will iinorporate thle criteria f orI ahitevi ated
W'portiflg on inspect ions of Clinical 4'e! al ocS jilt () its fi ya eo'a r 189
bioresearch monitoring compliance prograiis, ani

" will issue( the appropriate policy stat emlent too reqtuire tIle resiut fit'ii
inspect ions to become part of all new drug apl i at iton dec'isiton pmckages
and inspect i(on classifticat ion let ter's to hebm(i part otf thle NIo\ tile. Ili
cases where noi) li inspect ions wvere condtict ('. th li' ltcisimi onaokago 's

wvill include at not at ion that the app!licat io n was nitot sithY~'eto0 1'1]

inlspect iton.
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Results of For-Cause hIspections Unaffected by
DSI Participation

W let I er oi I, not st aft of t Ihe [I visionl of Scient ific In vest igationis direct Ivy
p~articipated ill fir-('allSe reviews allid inspect ions of clinlical inivestiga-
tiwr5 and sponilsor monifitors Illad(e little (lit terence inl the resuils 0Illr
l-.iew o fit suchI inlsp ect io ns (i( urn, bet ween tiscal year, is 1982 1h rot) ig I I 9SG
shoiwed. thuls. t hevre appetars to be litt le reason ifo (r concil'i over ases inl
which l ist st aff are unlable to direct ly part ici pate. O f f ur-c a lse inistlec-
tiolis for which such informnat ion was available, 64 pe~rcenrt were cotII-
Iplet ed inl thle 3-ni( uth IiIeriio issigne(I anid 97 perct wil Wiin 6l nint Its.

)ver. the past 1) years. [i st has assignled o r conutcted(I ir 400 it r-cauII se
iiislpect ioils ot chlical investigators and] spioiisi r monitors. As explaitied

onI page 9. fo r-caulsi inspect ions t yp ically are perfoilnd becaulse at
clinical study is o)f luarticiliar Impoulrtance to ;11 \ approval, there is
51)11W indication (01, wruingdoilig. or at clinical investigator is condluct ing
ari tillisttally large iiitiu1ber ot st illivs. A I iS! hea dquarte'rs staf pi e irsil in i
as-signed respo(nsibility for thle inspect ion andl (itenl art lcij ates as part
of' the inlspect ionl team. There is no( part icuilar criteria for whet her a 1)!.t
st aft member shouldt take part inl anl inspect ion, a ~si oifficial extilaini( d.
Participation depends ()iii a ntrtbero(i factors iincluding rtie work sclie(-
ii le of the tis! st aff. persoin and thlei assigned (list rict inlvest igat I r S
.comlfort level" withI having (dist rict inve-;',igat ors jierfirili (ite iiispiec-
ti in wit bout 1)."I part icipat ion. thle official said. depends ()Iit Ilie (apaull-
it.v of t he individual inlvest igator

m Ili fiscal years I1982-85. o si staff particitiated )on average inl abotl 74
Jierie I t of ow l I3, 1 Is I elt ifln IS cm I(I Iuited. Ini fiscalI yearI- I )81 . howeve xf r.
l)i dlirect ly part icipartedl nl 53~ pecit (it' 47 inispect ionis condlucted

Alist official toldIus that this was (ile to (decreasedI resiiurces and lravel
htinds. Ini fiscal year 1987. however. uim participiat ion rose to 71 pu'tce lit
of 38 inspections. A\ I)St official explainled that there was less piressure ill
fiscal Year 1987 to niot expend t ravel fuInds Iba'a inl fiscal ye ar 1 986.

Violation Fidings No To dectermine if ftiero wa-is a sign ificant Ii ffererii e inl the reslIts w henl Is]
* ~staftf were part of the inusp ect iion tv(aml. we anialyzed the resit Its (classiIi -

Mwore Serious When (atimi ) out all for-cauise clinical investigator andi Sponsour Inilto nispec-

DSI Staff Participated lii uns cinductt ed uitig fiscal -years 1 982-86. IPart i(cipatPin by iis! staffI.
becaulse of their expertise and part icuttI.: knowledge of1the ( Irigs. mighIt
nnke a diffterenice inl inispectio fininigs ad~ tye of~5 tactPins Icc m-
inended; t its we used thec severity: oit the classificat ion 01' ilistM'cl ium
result itt s criteria. ( )f the 181 fi r-cat 1e insp ec t io ns co nduct(tedt dIllring t ie(
periodI olus staft directl ,v participated inl 12-4. (ir 69 Ipi'reit .,\An analy'sis
ofi the resuilts showed littlei difIferenice' inl Ihle seven! v of v(io ~I I~ folld
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and types of actions recommended when twsi staff Par-ticipated and wheni

they did not.

Of the 124 inspect ions in which [usi part icipated, P; percent wei'e c'lassi-
fied ''official action indicated." 64 per~cent ats ''voluintary action indi-
cated" (violations r-anging fr'om minoi' over-sights to those r-equ!iing i

written action plan of corrective measures). and 20. percent as "'no
ac'tion indicated'" ( inspe('tee in compliance) (see table :3.1 ). This com-
pares closely to 19. 56, and 2:3 percent in these categories, respectively.
tor- the 57 inspections in which 1)s1 (lid not participate.

Table 3.1: DSI Participation in For-Cause
Inspections iF scal Years 1982 86) S atcpto No OSI

DS prtciaton participato Total
Classification No. Percent No. Percent No. Percent
Otticial actio7n indicated 20 16 "1 19 31 17

Voluntary action indicated 79 64 32 56 ill 61
%o action indicated 25 20 13 231 38 21

Other 0 2 1

Totals 124 100 57 100 181 100

F ).*\ turt liu divided most of' the( irnspec'tion results chassi fiec ats 'voili -
tary act ioni indicated" into subcategoli'is. Evenl within t his cate(gi (iy. t lie(
violations werev abo ut the same when e) i staff' par-ticipIat ('( and whleni
they did not. Over-all. n)si participated in 79 (71 1)('i('(ent ) of thle I1I1
Inspections wher-e vollunt aix act ion w.as indicat ed. Tlhey too k pail in 7:1

perc(ent ot' thle insp~ections iii t Ie( ost serious.1 sit c-lassi tic-at Uin and 72

pei'celnt of' the less seiouns.

Mo st (Iir-ecto-t 'S of H (;I 01 review div\isions5~ iLWeved they' lacked a S
basis to co mment (in the distirici ottices, ab~ilit y toi conmduc (1In0spet ions

BuS~t oine told its, whenl asked his "comf1or it level'' with the i nspecstioins.
that 1)"i staff are neveded f'or thle Scientific a~spects of clinical sitilies
bec( ause of t heir scientific exp ert ise. I iSi believes t hat its staff' bring tt
het( inspect io n team boith added expiei'tise andl a broiadeir kul w lcge oft allIl

()t the inspect ion activity (lin any given drug.

A-ccoirding to o't'icials in thle tlree distin-i offic'es we visit edl. ili adldced

scieli fic expiei'iise' and bri'oughit smile additPinal insight ()ii e'ac1 hi' irg to

the ins~pect ionl teaml On1ly ole i'fic-ial - ilwever.. hoinght that i ilst should
he pr'esent cliii'ing ! ie( inspect iti.
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R~esults of For-C atise Ins~~weltions Unaffect ed
by DSI Participatiol'

Officials in t wo districts told its t hat coori'dnat ing thle assigned dlist rict
inspector"s schedi ile with u~sI and the clinical in vest hIgator or' sponlsor
monitor to be inspected st met inms was at problem and lengthlened thle
timie needled to complete inspections.

Conclusions Old1 stall' m1ay bring addit iovial expert ise and a broader perspect ive to) thfe
insp~ect ion teamii. But our1 analys~is of, lor-cause cliiica] invostigator andi
sponisor! floiitoi' insp~ections in fiscal years 1982-86 showed that there
was little difference in the severityv (fi the findings whet her 1)"I staff, par-
ticipated inl the inspect ion or not. Thus. there appear's to be little reason
for concern in those cases iii which i)s1 stall are unable to p~articipate.

* Participation by Iusi s a iT, however. should be encoura1' ged so t hey can
maintain their knowledge about part icuilar drugs and better interact
withI medical offlicers inl thle dIrug rv:. iewN divisimis. A ma jolit v of tbr-
cauise inspect ions duiIlp this perhid were co mplet ed inl tilte pertid
assigned and almoist all were Comnplet ed wit hl n I m ntl Is.
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Appendix I

Bioresearch Inspections Completed by FDA
(Fiscal Years 1977-87)

Subject of inspection _

Radioactive
Institutional drug

Clinical investigators Sponsor/ review research
Fiscal year For-cause Routine monitors Laboratories boards committees Totals
1977 4 36 b 0 101 0 141
1978 32 33 b 0 220 0 285

1979 63 146 b 6 225 15 455

1980 57 235 b 54 256 27 629

1981 42 225 b 58 240 25 590
1982 18 179 19 59 210 21 506

1983 40 187 17 59 246 20 569

1984 29 222 18 81 241 19 610
1985 39 171 19 69 230 20 548

1986 45 164 26 80 206 18 539

1987 36 229 17 81 212 17 592c

Totals 405 1,827 116 547 2,387 182 5,464

ismbers do not include inspections attempted bt not compeled

Sponsor. monitor inspections vere included in cincai riveSligatof inspections until fi,,ra (a 1982 -

Does not inclide 3 laboratory 22 insfiliiunot i ,lev tboari and " idicactive drliu researcn ( i mrmto4:

ns)ectons not classified as of Januiary 1988
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Appendix H1

Classification of Bioresearch Inspections
(Fiscal Years 1977-87)

Classification of inspection results .
Official Voluntary

Fiscal year action action Other No action Totals
1977 2 50 0 89 141
1978 12 67 2 204 285

1979 24 144 6 281 455

1980 10 230 2 387 629

1981 14 254 3 319 590

1982 5 381 0 120 506

1983 11 453 0 105 569

1984 9 471 0 130 610

1985 8 467 1 72 548

1986 11 438 0 90 539
1987 12 454 0 126 592

Totals 118 3,409 14 1,923 5,464
Percent 22 624 2 352 100

Page 29 (AO HRD--I() FlDA's Reviews of NeA DnIgS



Appendix III

Comments From the Department of Health and
Human Services

DEPARTMNIENT OF HEALTH 8& HU.MAN SERVICES Office of Irnspecic, Ge,,erai

Washington DC 2C201

JUL 2 8 1988

Mr. Lawrence H. Thompson
Assistant Comptroller General
U.S. General Accounting Office
Washington, D.C. 20548

Dear Mr. Thompson:

Enclosed are the Department's comments on your draft repcrt,
"FDA's Reviews of New Drugs: Changes Needed in Process for
Reviewing and Reporting on Clinical Studies." The enclosed
comments represent the tentative position of the Department and
are subject to reevaluation when the final version of this report
is received.

The Department appreciates the opportunity to comment on this
draft report before its publication.

Sincerely yours,

Richard P. Kusserow
Inspector General

Enclosure
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Appendix IH
Comments From the Department of Health
and Human Services

COMMENTS OF THE DEPARTMENT OF HEALTH AND HUMAN SERVICES

Q THE GENERAL ACCOUNTING OFFICE DRAFT REPORT. "FDA'S REVIEWS OF
NEW DRUGS: CHANGES NEEDED IN PROCESS FOR REVIEWING AND REPORTING

ON1 CLINICALSUDIES" REPORT NO. HRD-88-19_Q. JUNE 1988

We apprecitte the opportunity to review the draft report.
Generally, we find it to be accurate and fair. We have the
following comments with regard to the recommendations.

GAO Recommenda i-n

To enable FDA to carry out its bioresearch monitoring
responsibilities in a more timely manner, GAO recommends that the
Secretary of HHS require the Commissioner of FDA to;

Finalize the Staff Manual Guide establishing procedures for
selecting clinical studies for review and include provisions
in the guide for communicating the results of the
inspections to the officials responsible for reviewing new
drug applications.

Department Comment

We concur. The Staff Manual Guide has been finalized and will be
issued to FDA reviewing divisions by August 31.

GAO Recommendation

-- Provide DSI direct access to FDA's automated management
information system on incoming NDA's to facilitate the
inspection scheduling process.

Department Comment

We concur. The Division of Scientific Investigations (DSI), FDA,
currently has the capability to directly access FDA's automated
management information system (MIS) on new drug applications
(NDA). This capability is being expanded, with the planned
acquisition of additional microcomputers, modems, and high-speed
equipment for accessibility and dissemination of data.

As noted by GAO, the NDA reviewing divisions currently
participate in identifying specific clinical trials that need to
be inspected. This can only be done after at least a preliminary
review of the application has been done and decisions reached
about which studies are pivotal, whether the data appear to be
valid, the significance of the new drug, and other similar
factors. Furthermore, some 30 to 40 percent of applications
received do not reach approval for reasons other than those
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Appendix III
Comments From the Department of Health
and Human Services

Page

assoted with inspections -f -lini_-l investigat,,nrs We
helie'v- tn- practice of invoiving reviewing de-islp-nc in tne
decis ion-making is necessary and will continue to do Fr Thif
will reduce the impact of direct MIS access on scheduling
inspect ions.

-stabiish g -als or timeframes for when inspections shuld he
s-heduied and ,..mpleted prior to the approva'l cf an NDA.

We concur. Tne FDA is evalua'ing the current activity T,,

determine the appropriate goals and time frames for scheduling
and completing inspections of clinical investigators, It should
be noted, however, that completion of inspections has not been a
controlling factor in the time required for new drug reviews. In
most cases, the inspections have been completed well before a
final decision was made regarding the new drug application. As
efforts to reduce review time are achieved, FDA will continue to
monitor closely the scheduling of inspections to assure that they
do not impede the progress of new drug reviews.

Further. it should be noted that goals and time frames will
always have to be sufficiently flexible to accommodate critical
human safety priorities performed by FDA district offices,

particularly emergencies such as product tampering, life- 0
threatening product contamination incidents, and other similar
events.

GAO Recommendation

-- Change the present quarterly assignment system to allow
sending clinical investigator inspection assignments to
district offices in a more timely manner.

Department Comment

We concur. Beginning with the fourth quarter of
Fiscal Year (FY) 19B8. all inspection assignments regarding FDAs
bioresearch monitoring program will be sent directly to the
affected district office rather than being routed through FDA's
Office of Regional Operations (ORO) at headquarters. At the same
time, assignments will be issued immediately rather than waiting
until the end of the quarter as was the previous practice. In
order to preserve management oversight of the program, ORO will
also receive electronic notification of the assignments.
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Appendix HI

Comnments From the Department of Health
and Human Services

Page 3

-- Aiw ditric-t ,. : e tQ writ ebbrev!ste, insp ,ction
reports when inspectees are in substantiai compliance with
FDA requirements.

Ltep-r tmfiet Commen1t

We concur. FDA has a Iready implemented a procedure for
inspections o-f institutional review hoards and will incorporate

the triteria for abbreviated reporting on inspections of clinica!
invstisati.,ns intr the FY 19d9 bioresearch monitoring compliance

programs for district offices

_AfBaR e c o rmend tto n

Require that a statement concerning the results of DSI's
inspections become part of all new drug application approval
packages and that inspection classification letter- become

part of the NDA file.

Derartment Comment

We concur. FDA will issue the appropriate policy statement;
however, not ail NDA's are subject to DSI review. This was

acknowledged by GAO in their review of FYs 1985 and 1986 NDA
Nowonp 11 approvals (page 16 of the draft report). Applications for which

no DSI inspections were conducted would not be affected by

implementation of this recommendation. For these applications,

the NDA approval packages and files will include a notation that
the applications were not subject to DSI inspections.
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